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aiiPfid at synthcsfcring and identifttog dttwmtiyes of 
GDM thai sdoctively lidifbit <tf 
teins that ai» twcMsaiy for cancer growth. 



that GDM did not dhe^Ji^ 

^^SS^^ GDM tencU to ttepr^»o^ 

Sal liiaL'* Howtver. tho taoad «p«lnmi «»f 

taddty. As a iBtilt. w» to« tuttattd a laogram 

too, W0«l ftiiiil. PA- 



bdow) dcmcmstratad idwtw de^^ 
j««ptor (ER) Mtd HEM 1^ 

living dimlnte^ 
IGFIK." Onr goal was to symhcsip a GDM dffTvatoa, 
with to taridlythaaGDl^ which wo rn 
cytotoxic toward breast cancer cdls that « 




GDfA 



Tismt 1. CJDM-«ti«fiol CEO hrtctodiflwr tlurt dJfpUyi idaifw 
dcsrtdaArt of t*iact odb eoaiahdna BR. 
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Sroi^^twoae hybrid* designed to -lecdvdy 
IrihlMt the androBPn teccptca. 

QrtaiilnUjf 

aMe for ttctostisono canipaRd to CIT*^ 
^tSn centered on tto wtcrBoidoctive addfflon oT a 
S^^^SSS then l» cfaWted to » tOTitaapj^ 
awi oflra'^^have ttpoitBd thai the C17 mtto^^ 

^^^Aw. Pnsvio» SAR wadc« and ^ree^VW- 
Swtel Btrocturt* ihow liJ-t C17 of CSDM ta tot 

«Sit to a variety of subrftutioii pattena. 

la the event, testoatetone waa ptotected as «■ a 
ketrf derivative. The ketslizaaon «t«p w aoeoi^gini^ 

^ Ihhbted t-b«tyldfanethylgjtol^^ ^Z^^ 
di£Ve.»^wia «K*aive gddfliai fro™ Aeffef*- 



JS^of tfaia product with "WAF foU(«»ajTa 
ii^ep aequeocB Afforded good yMA ^ 
r^^^^ the ketd vdth 1 N Ha Jn MeOH, 1^ 

Lnhed to i«aiguaation of the olBfeL 

,«» «dn(»d «ith PEt, to afltard ite am^ ^jWMJ 

WB uied fanoedia«y to the «5g?« ^Jj^^" ^» 
hyhrida 7«-e WBiB obtained m 75-100« 3*adfc 

The aDCTBe of the eaifaon ankw WBJ alKO modffl^^ 
diowii to Sobcane 2. bdow. Coiiveirion to tho frokfln 



i J J«MitacBcichtrrt9«y Mtfnd 



Tfiitosterone 





acconipJished odng lAB m THF to affis^ 
SEr^S produced i^clefin »• Fnfl .atandon 
to the alkaae yAfbtnA nidndng the xnw obto was 
acr?TT^«Vad tghfa mTilkinaon'B catahwtftsd emonrti attd 
for subatfete Be. Tbe alcohdls w«c^ converted to 
dedred hybrids 9»-c a» tootibed m SdMBue 1. 



Bdojieal Bcsoba 

A, oart of our hiitlBl study hybrids 7a-«. 9a-e. and 
GDM were flni evahiated for eytotoxto^r agamat 
LNCaP prostate cancer ceili as ahown mTable l. 

A veay dear SAR psttcni based i^on iliB sfao and nat- 
^ of the Ihite CM be discerned. Ihe 6;«irboQ iiD^^ 

hyhid. 7c ia the mo«t potent with an IQso of 100 bM 
coBwated to the parent GDM at 40 iJSJ. The 5<arboii 
pityiyl BnW is the MXt potant at 200 nM, however. 
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„ lieit, WH; <b) TPAP. NMO. 

ctS^O) m Ha MiOH; (g) THF, «<a 00 GDM. 
75-100% jfcU. 




>i A 1 u lint nuui v> ■» i/njm i « l/AAO 1 
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Unker 



7* 



7k 



NHGDM 



7< 



9a 

9e 




IDM 



40 nM 
>ltiM 



100 DM 
>1|M 



JSthan IpM in potency- 1'^"*^"^?^,^ 

C9.) a»l Z^) olefins, (or to^ Mly "^"^^^ 

prt«loady observed ti«.5»5«5fl^**»i'^ 
tfcmiitai «rtMty in the B2-GDM ™ « J!?^ 
aKboa^ Ibe ottadiinOTt in that vra 

poaiticmofEL" 

Taljle 2 compares d» ICao's cf GDM and 7« on toe 
prortate(twoAR-^fipendBfltwidoi»AR^t5?Hi^ 
two braat (one ER-dqpendcnt and jmo ER-«<lq>eii- 

edl lU In this ocperiment. both wad 7e 

Sad^a^AR) coll Ibw. Howver. most ttriUng is fte 

ii(«f i5 Itoier waiter. A dnnlar tend i«w obswvB^^ 

MCF7 hit»t oancec edJs (AR-J»4eP«»f«^j2^ 
WM very iveak aCso=300 nM) whik GDM was a 
potent inhibitor Qda 30 nM). 

two impoxtant deductions can be drawn frwn the I^b 
data. Plrat, attachment of testortertme to GDM aflbids 
a eonmonnd Uiat eadilbta sdected eytotoaoW fOT 
wbidi are AR-dejiendant, deovonstiatog the •"woess to 
our strategy of sdeofively taisettag AR-dependeol «U.. 
SeooDd. in AR-dq>endsnl eeHa, theie is only a 
attennation of activity of the hybnd oon^wttnd 7c 
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compHted to GDM. This ia a paiticptody exciting res^ 
S ana takes into aaraunt ^j^f^^^^ 
consdcrably large tastortorone atnictarc to tue ul?m 
nudens. 

Xi» inadiamm wtocbj to hybrid inole^ 
ttvdy tobibltB Ihff gtOTrOi of cmcer oeto ttet are AR 
^cp^doit is cunBOtly nnder hivcfitisatloii. Prefinnnaiy 
data&ot Aown) KUgswtt tixar 7c is iw^ 
GDM.in Ittdndng degradation of ^^^J^^"^ 
hilar ptotrfm, but tbat U nxay inWrft AH. fimction by 
csD^ the cy toplasnjic sequestration (data not shown) 
of/^ These findings axsd the denunutcated sdecttve 
tajxihhion of cdl giowth. «ifige*t that 7 c may be less 
toxic than <3DM white atffl iBtafaiing activity agamsi 
nrostatB cancer, Furthennoie, both GDM and 7c mdnce 
^ degradalkm of wSd-typo (LAPC4) and nnitatod 
OJ^CaiO andiogen receptor?" Tliis fintf^ 
the hybrid (7c) tnl^ bo useful in Ae conrfderaWcpor- 
tlon of advanced sEtaae, bona(w»iid^>Bminnt I»08t^ 
cancexs that cxpnsss mo nttrtatcd, activated form of AR. 



CfgyJirtton 

Wc ha:vB dedgned and pr^uoed a scries of C17-C1 7 tes- 
tostw»WHCH>M finked hybrid*. White the potency of 
GDM is indqicndent of the piBsencc or absawe of AR, 
one of our nra^ synihcsiaed hybrid mokcoles, 7c eriii- 
bita strong and sdective cytotoxtefty towards proitate 
^ni^r cdls caqoesaang AR. Out cuntait research cflfarta 
arc centered tcjward detennroatkra of the inediantoi of 
selective inhibition of AR by the GDM hybrid. 7c. 

Wc are also hmatigating the efficacy of the hybrid 
oofflponnd, 7c hi an animal podd to dctenmne if the 
selectivity can be realizod in vivo. 
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